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field around a p-value of 0.05 is important. hen 

we start straying y 0.06, 0.07, 

this, it may not be so important. But if mast of 

values are reaching 0.f. or greater then we 

ave to reconsider the level of evidence. 

~~r~i~g tu t e i~~~~~~~e~t su stantiaf--on 

from the 19 6 trials, is allowe 

xuxdogy in particular there een a ~~i~a~~e 

sritten about uses ot ases of the isease. In 

is caste it wouJ be r~~~~re t and newly iagnosed 

and relate ~~~~ati~~s* gain, ~~~~~e~t is 

in a~~~w~~~ this ata to be brought 

5xxvard. 

his arizes some of t 

strengths and weaknesses fro erspective. 

Ct" not meant to l-co~cl~siv~~ ut it53 a 

starting poi 

the ~~i~a~~ trial, was ~~lti~~~ he 

was a afer, was an 

atte t to control X-MS of subse 

i~t~rv~~tiu~ e review was 

itchy 

isa~~~~~e~t resolutio 

e agree Wit the rimary e point af 

survivaL e ajtso note t oint estimates of 

~3~~~~ ~~~Q~T3~G C'Q 
735 8th Street, S.E. 

~~~~~~g~~~f D.C. 2~~~3-28~2 
~2~2~ 546-6666 
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the median survival. trerrd in this tria and the 

other trials is on the order of a t~u-~unth 

benefit. And we did approve Gliadel in 1996, so 

SC3R-l degree of effectiveness has been conceded. 

In terms 0 weaknesses, czlearly t 

issue is whether the pri survival 

is statistically ersuasive. hether we ought to 

be infl~e~~~d by whether t e primary analysis 

ghoul be ~~strat~f~~d~ t~atif~~d by a log-rank, 

ere multi e tests to etermine 

whether t t to therefore be 

justments Xicity, and whether t 

crease in t e sample size at the end ~~~st~t~ted 

sn interim focsk. 

inical stan cA.nt, 

e benefit Q odes enefit an 

i.nst the ris 

against any rices inch 

Y ar 

~~ba~a~~ in favor 0 liadel as in the 

rial. 

revious a 

sensitive. 

was ore 

t ridging up~l~t~~~ in the T-302 trial. 

z INC. 
735 8th Street, S.E. 

Washington, D.C. 2~~~3-2~~2 
(2021 546-6666 
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population non-stratified was not statistically 

persuasive at And if we turn to the rior 

approvals, t:o extend the diagnosis to the intend to 

treat population, all. malignant glioma, 

analyses were also non-significant. 

~~~'v~ heard about the North ~~~~~&a~ an 

FJl just spend 

time on it -- a I-ittIe 

treat art erican trial 

rit were ~i~b~ast~~a ~~~t~f~~~~ 

~atie~ts~ 5 pe~~~~t have that i~~~osis~ 35 

percent a ore fav~~a le histul~gy, an they 

Mere evenly across the arms. 

This is a s~~~a~y of t e surviva results 

s I ~~~t~~~ed, the protocol 

J-an ot have a rimary ~~~~ysis. 

t nentione edian survival. as well as six month 

~~rv~va~ waked e a~a~y~~ they woul 

a lo ilcoxin test. 

Th first colu e reszzlts i 

intent to treat opulatictn, e four p- 

iraJue are shawn. he one e p-value 

3urvivaT to 0.2, or 

ar we were persuaded 
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showed a survival advantage because of the four 

analyses three showed a consistent trend. For this 

reason it was approved in this population. e do 

note that the oint estimates of the median shuwgd 

a tw~~~~~t~ benefit i favor of GI.iadel. 

ince we are eing asked ta consider 

the i~dicat~o~ to all atients wit 

rna~i~~a~t gLioma, this slide attempts to place t 

art 

~~e~i~a trial, the rotary tri 

istrat~~~ i 1996 and -301. ~~roxi~ately a 

iffere~~e~ an the -values are 

presented and we will ask for your ~~dg~e~t on 

whether these are ~oRf~~~at~r 

The other ~ot~~t~a~ sup artive trial, t 

Sea ~~avia~ t any times 

today. I will sho this s caky slide, ian 

~~~viva~~ nat six- oath survive as the rimary 

oint here e irt -two atients were entere 

because Q 

patients, atients 

r ed to Glia 

lue was not a justed for an 

3ar2. analysis~ and on this basis 0 efore felt 
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that the mast that this trial could do was serve 

This is my final slide before we turn to 

e questions and listen to your comments, The 

review issues that presented themselves to us can 

be ru~gh~y safe in three categories: t 

eve1 Q evidence 0 ary trial; the 

m&Ience of rug effectiveness, articularly in the 

?rimar T won"t 

b5KpCi.R.. hen we hav a single trial we da like to 

tu to secondary en points, w of the 

sec~~d~~y e~dp~~~ts can serve to vali 

enefit. 

mittee feels stron ly that ix, 

lo -rank ana ysis is vali when stratifi 

~~~~t~y, we ould like to ear ~~~~e~ts 0 

~liRiea1 eanin of this for the Uni states * 

themes 0 ere entere in this 

we waul ear th 

c&her cate ether the 1996 

end lastly, if T-302 is 

considere ive trial. in ~o~j~~cti~~ the 

~~Rfir~at~ry trials, efit ratio 

or an extende ~~~~~at~~~? 

Wit that I wi 1 turn to t estions. 

~~~R~~~~ CSOMP 
735 8th Street, S.E. 

~~sh~~~~~~~ D.C. 2~~~3-28~2 
(2021 ~46-6666 
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Wefll be happy to answer any questions. 

DR* cm, Dr. Martin. 

WeCLl open it up far the cammittee to questions for 

DJL again perhaps waiting for discussion until_ 

after the questions have been answered. Dr. 

R* RU is question is for Dr. 

JTartin. as it your ~~sta~~~ or was the 

uestion t 

answer respective unposed to be restricte 

Ax? GB or was it sup e for all 

nant glio 

you said t ere was same ar~~~~~~ 

forth an that the F inally concede 

:hat ly ~Qul~n't define t rou 

~re~~~~at~ve~y= Tt to be ef~ne~ 

3~st~~e~at~ve~y. at woul~nft revent you 

from arguin that the uestiun was ti.1 

uestion. e~sta~~i~~‘ 

as the U~stiQnf nd not for 

. : ere is so ere 

30 I on9 rant to ~ve~s~~ YC3, 

erstan~in was the uXat.ion of 
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interest. IHowever, we accepted the intent to treat 

~p~~at~~n as the primary ~o~u~at~~~. 

MR. So in other wurdsf it was 

agreed that -- there was na multiple ~orn~aris~~s 

roblem here. It was agreed at the outset t 

primary question liomac not ? 

Yes. 

DR. &her uest~uns? 

. Yes, I had some further 

You a~~~~ -values 

ecause of the fact that 

ere was an interi increase in sample ize from 

20 

. 

ut wa that interim 

increase in e size a ci d wit an actual 

interi loo at the data, or was it dictated 

it~~ut ookin at t ata? 

the r~to~ol an that because the 

saf ~~~itur~n 

SQ. But 3: elieve s~rne~~e did Jook at the ata 

ey make t ecision. 
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MR. R~~~~s~~r~: But do yau know that 

somebody liooked at t Was it written 

somewhere that somebody looked at the data? 

DR* LI: Na. 

MR. R~~~~~~~r~: e ask another 

questio then. Let's assume for a moment 

othet~cal~y t at nobody id look at t ata. 

at the sample size was increased without ~Qoki~~ 

3.t th data. OUl you feel that that ecessi ted 

intend 

ge that the ~a~~l~ size is 

ething -- er reasuns 

ook at eit lind or unb ata, 

ave to do an u~war 

~t~~rw~~~~ 0 matter u -- and 100 at the li 

ata ax- the lind data, you sti2.l nee ome 

3 ecause yau 

:he data itself. 

* 0 if in fact there 

10 interi 

sax-y to u 

. LI: Yes. at's I say may x-e 

in an upwar 

STETN: fecund uestion, You 
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argue that doing the analysis stratified by 

country, ecause that wasn't the pre-specific 

analysis explicitl$ in the protocol, because they 

hadnVz sai in the prc>tocoil, we wiLl stratify the 

a~a~ysis by country, you argued that that actually 

would force you to u wardly adjust the p-value 

because it intro ultipl 

corn risons rablem. 

ut let if you ta 

~ia~tadQs~' statement ace value, that in fact 

this was t e did, 

d you still be ieve -- if t is was the on 

analysts that e did woul, ou still believe that 

ere was a muI,ti nd 

WOUZ you take him that as 

the only anal.. is was an ap riate ana 

. nd it*s a 

there is no rotted ~~urn~nt to su 

strati~~e e 

rimar r. 

think about the ot er analysi at all, an 

on1 ic an't think you 

need to o any other adjust ent for t 

ut or the sam e increase ~r~bab till 
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need to do the adjustment. 

R. TEMPLE: Can T -- 

DR. ~~R~~S.T~~~: Dr. Temple? 

l3R. T~~~~~: We usually like to rely o 

documented things. rt*s 001, or it was 2002. 

It‘s not unknown to people that au're sup 

ecify in some detai the precise analysis you're 

going to do, and it?s not unobvious t 

est is the o tratifies by 

country. icious we wo 

;a it be o~ument~ in a pertain way t at was 

the only analysis done, that it as done ore all. 

It93 not t at we do or don't believe 

ut for hoodless s le know that 

shat's a issue ave to autos? 

a TV-J Wit 

ut that?3 t f 

e if it wa all done cornice 

rift. worry, why weire ~ervou 

because w&re incline that way* 

. 

ran 

r, Li a hen YQU 

venerably would try to ze as you"ve 

stratifie ou feel t 
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strat~f~~a~~on with respect to the analysis, as 

suggested by one of Dr, George‘s questions? 

So in other words what I'm saying is, 

wuu~dn*t you agree t at there's something different 

about country as oppose to perfor tatus, 

age ' and tumor type, ecause the randum~zation 

bee stratified on country? It asn't been 

use ather things. 

* TE : Of it wasnft. That's not 

at Steve sai We said that ecause you 

3tratifie by site, you inevitably must ave 

~tratifie by country. It wasn? stratified 

~~~~try. he midget ~a~d~~~ze 

3 site, Now it turns out it@ 

0 stratified y poultry since each site is 

in a ~~~~try* ut that isnIt what they 

hey caul 

all 

and had a central randomization. 

R. 

vious that hen uu stratify 

0 strat~f ing by ~~~~try. 

: rue. ut i 

they ~~t~~ded to d 
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have been better if they had said so. I'm not 

saying what ysu should conclude, ut these are not 

unknown problems. 

DR. Lf: rt=" nr>t necessary to do the 

analysis according ta what you stratify. For 

example, you can stratify by several pro~~ostic 

factors ike arnof sk scare, age, an whatever you 

want. You could have several. ut when you 

analysis you can only -- ou can do stratifie 

or eon-st~at~fie analysis, as I said, 

La as you specify it in t e protoca). If you 

have X0 ~nstratif~ les and you have about 

3 in the strata t ere you still. can 

atratifie analysis a e are not 

ing we're not goin ithout 

corny ana sis. hiat? 

T take 

is issue re to, was t 

sis done ~a~tad~si r asonab~e~ nd do 

you really need to talk a ing -- let's 

not 

1 have ne final stion or Dr. ira. 

ointe out that they 

n't censored on death when they id the 

~~rn~ar~s~~ of tim e various deficit 

~~~~~R R~~~R~~~~ COME' , INC. 
735 8th street, S-E. 

~a~~~~~~o~~ D.C. 2~~~3-2~02 
(202) 546-6666 
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eczause what that suggests is that really all of 

thase differences that yau"re seeing in time to 

deficit in personality, speech, visual. status, et 

cetera, BPS / that they're really driven y time to 

death differences. 

You said that you had redone the analysis. 

those p-values disa peared on you w 

you took out -- when you used death as a ~ens~rs 

le as opposed t 

DR. L3: Let me a~sw~r the uestion 

because id the analysis, Only one has a p-value 

sf 0.01' w I be~i~ve is speech. 

Just point 0 

~la~~f~~ati~~~ er p-values became non- 

nificant, 

3ne f WhiC 1. 

eax3 r~at~~ 

ou mean? 

. LX: The rest f the 1 eas~rements 

are all st one excze eech 

is greater t 0 ecause eath may be 

pause y some 0th r reas~~s, an those 

events may aPP@ efore deat ~c~urs and they did 

nc?t record it* So i ou count deat as an event 
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yau are artifieiafly prolonging the time to the 

event. So thatfs why we believe death should not 

be counted as an event. 

DR. ~~R~~S~~~~: Mr. Ohye? 

MR. OWYE: I have a question for 

artin, ers to the amount of support t 

sponsor can glean from the rior work. 

present indication that t eyjre applying was 

narrowed, rior c~~n~~al resource 

Is your question, would it 

ncx-e s~~~~~tive if the malignant liama intend to 

treat ~~u~at~on were positive? Coul you rephrase 

uestion, lease? 

. resent in ication that 

zhe have is for -- 

. ec~rre~t ~i~b~ast~rna 

~u~tif~rrn~~ ye 

R. HUE : resent 

~nd~~at~on t at they're as ing far is 

heir clai i the ~arrQw~ that 

dai the 8 mcxre supp~~t~v~? 

fallow the cl 

t ~~~~~last~rna rnu~t~~ rme that are newly 

fiascos@ the -value oves to s~mew ere aroun 

BICKER R~~~RT~~G C~~~~Y, I 
735 8th Street, S.E. 

~a~~~~g~~~, D.C, 2~~~3-2~Q2 
(202) 546-6666 
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. 2, so it would not be helpful. 

DR. T~~P~~: So it mig t make the other 

data seem more relevant but it makes the new data 

not loo so good. 

MR. ONYE: Thank you. 

DR. T~~P~~: ut just as a enera 

~~rnrn~~t. 'FifeIve written about this extensively. z 

think in the setting where we've already ap 

me stage of the isease, one 

?e~suas~v~ study at ~~nve~ti na2, levels of 

significance woul It's not like 

~~lyi~~ n a single ere we'd say, you've 

Jot to ave a -value tfiat knac s your eyes out. 

7ust one mcxre, ecause it"s obviously a closely 

*-elate isease. 0 it really al turns on how 

persuasive the 3 1 study is. 

R. : Dr. Tay 

* ad a 

di~th~ra~y. You entwined t nd 8 

the atient receive the rescribed 

lees of radi Can you t hy an at 

;he ose ranges were, since ~adi~t~~ra~y is t 

mly known an 

R. e~t~~n~d that 78 ercent 

If patients af ~~iad~l ercent of atients 

CELLAR R~~URT~~~ ~~~~~Y~ L 
735 8th Street, S.E. 

~a~~~~gtQ~, D.C. 2~~~~-28~2 
(202) ~46-66~6 
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from placebo received standard regimen of ~ad~ati~~ 

which includes radiation therapy of otal 

dose of between 55 and 60 given between 14 and 2 

days after the surgery., and also fractionated 

within 3 to 33 fractions over the course, The 

~~~ai~~~~ af t e patients either receive 0 

~a~~at~~~ therapy for atients who had anaplastic 

~~i~ode~d~~~~~~ a it was not included in the 

rotocoZ to receive ~adiat~~~ therapy. 

Part of the atients received non-standar 

radiation thera y which i~~~~~e~ ~ad~at~~~ thera 

cz~L~en outside t e timeframe or the total, dose was 

less than the det~~~~~ed dose. And delay in 

radiat;ion therapy czari e caused atienYs 

condition which eteriorate e time of the 

erapy, or ack of sup 

atient was ove to a different i stitutio~ for 

roeedure. 

Ii. : Dr. al 

Apiary: i, 1 was just -- Ifm 

stir a little confuse 

stratified an 

t when you use t stratify 

at means t front the ran omization process, 

here was st~at~f~cat~~~ for X, Y, or 2 variable. 

R ~~P~~~~~~ COMP 
735 8eh Street, 5.E. 

w~#h~~~~~~* a*c. 2~~~~-2~~2 
t202) 546-6666 
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DR. Lfr: correct. 

R. A~~A~~: But whereas you're using t 

word stratified -Log-rank an adjusting for -- I: 

think you"re adjusting, are you not, for factors 

that may be rognostic variables? Huwever, the 

randomization prowess was not stratified for those 

variables. herefQre f wh isn't the ~~~tiva~~at~ 

3s scows to us reasonable evidence for a tr~at~~~t 

effect? You quote imon that p-values for 

~ultivariate analyses were not inter 

That53 exactly what you said. I wrote it own as 

you spoke, and X was quite confused about that 

because 31: thought that"s t e right way to do it 

ou don/t have u frost use of t at variably 

prUC@SS C Are you using the word stratifies to mean 

adjusted? Is that how you -- 

t~at~f~cat~o~ is -- strati 

is is one ind o justed analysis. 

DR. ATN: ut aren"t you su 

use the varia it was used u front, to 

stratify t atients so t e arms are balanced, or 

do I have t e wrong stati ere? 

R. MPLE: ~o~~ti~~s you ust stratify 

to be ure the grou s will be similar wit 
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to men and women, or a particular diagnosis. YOU 

may c3r may not t en do a stratified analysis. e 

accept either. We just want to know what it's 

going to be. 

DR. ALBAIH: You f re doin a stratified 

analysis whezl it was not ordaine up front t 

3rms woul be balance ose factors, 

ought then, using a Cax model. was the more 

qqxropriate a~~~~a~h. 

a. zr: No batter if your ra~do~izat~o~ 

@as stratified or not for certain covariates, if 

px.x believe the survival patter -- that's not 

wxx..zrate-- the survivaJ atterlz in t e age above 

in elow 60 is elow diff~r~~t~ we said it?~ not 

~~~~o~t~u~a~ hazar Then in t is case you shoul 

1 stratified COX model to do the analysis because 

e surviva pattern, 

~hatev~~~ ha nut terms 

is not ~ru~o~ti~~a~~ so yo 

stratify is covaria 

so it's arily due to t 

to do the stratified 

R, 

?~es~~ted a 

ut the investigators 

el to us that 



values and hazard ratios. Whereas you are showing 

independent djusted p-values, whit you just sai 

is Cox adjusted. So ffm becoming more confused 

here about what type of analysis -- 

DR. ~E~E~S~~~E: Haybe Dr. George can shed 

sake digit for us. 

R. what you're saying is 

right* You are right to used, because of 

8 way it was ink the answer is, 

ahat you're use to seein in ~a~d~~i~@ 

r2rial.s when they say ran o~~zat~~~ was stratifie 

zhat's can. But ther *s another use of 

Uxatification i ost-hoc ways, and 

just for various factors. 

ehe stratif~~at~o~ te~h~~~~ef yo 

various Sf nd you can combine the 

two * eyfre aZX s to adjust for th 

factors. 

ut that ~s~a~~y 

see it in the hen cm see sume Y 

says that, t f re al.king out f 

ran then the 

malysis ~s~a~~y re to ot 

* Sa is the Cox model, as 

presented 0 whatever slide t at was, an 

MELDED ~~P~~~~~G CQM 
735 8th Street, 5-E. 

~~s~i~g~Q~~ D.C. 20003-2802 
(2021 ~~6-6666 
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appropriate way ta laok at the varia 

MR. ~E~R~~: My opinicln is yes, bldt it/s 

not the way you put it. You said it was the 

preferred way or the only way or something, the 

best way or somet 

DR. Apiary: uoted Simon as saying 

it was ~~~~te~pr 

MR. ORGE: No, X" sure what Rick said 

was, you have trau sting these -values when 

you f re sin ste ise ro~edures or selecting t 

I"m sur at's what 8 said. at that 

".s- 

icise 

e only referred to the ste 

c LZ: As far as ste ise selectio 

* GE : 

the varia t was~ft the tee 

R. PLE: Let fl be clear on thi 

e?x. not sayin at one or anot 

never okay, or is r than the other, i 

other. e only issue ing about 

a1 Q yses a 

have picked t ewes it 

OWXZ roblems. Jfm sure Dr. eorge will a 

MALLET REPORTING CON 
735 8th Street, S.E. 

~~~~~~gt~~~ l2.e. 2~~~~-2~~2 
(202) ~46-6666 
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that * You can't just do 20 analyses and pick the 

e that GOm.E?S out best. You?re supposed ta 

specified, And cme question is how specified t 

analyses actually were. 

DR. ~~~~~~~~~~: Dr. Mu 

f his deals with the first 

uestion t and Dr* Li 

~esp~~~e to in terms of w ether there sh0uJ.d be a 

kype ene error infl.atfon ecause of the interi 

increase in sa~~~~ size. p~e~~at~~ Dr, Li, 

avi d~~~~~~tat~Q~ that i 

act there was no revie ff~~a~y data. ut if 

derstood you curr we really need to have 

50 ~~~~~~tat~~ assure at there was~?t 

9 la0 at effisac ala, hieh of cclurse is goin 
i e one errclr corn l~~at~~~s. 

my packet t ere appears to e 8uc 

~~~~~e~tat~Q~. 8 1 rea thi ata, ~~~a~e~t~y the 

~~ter~~ review was an event rates in 

raup I ut nat an exa ination 0 event rates in 

3oth grou that Dr. hien, e stat~st~~~a 

elt that tha 

~~est~~~ abort ty ~~~~at~~~* 

LLarification, 
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hone and identify ycmrself? 

MR. ~~A~~ 1% Gon Tran, statistical team 

leader8 FDA. Actually I think the sponsor 

s~~~~tted that package to us. 5 reviewed that 

ackage and I sent back two ~o~~e~ts. The second 

ment was re~a~d~~ the sample size, the ~~~~~a~~ 

3f sample size, so m act~a~~y I aske 

the s~~~s~~~ we asked the s 

eetin minutes etaiXs af the ata 

actual.1 cm have e. 

e last s~~t~~~e in my cm dent I sai 

~therw~s~ t e one errur s e adjusts 

We needed ta 

2ave done. If you ed at the ata, 

Fit any ty e af ~~~pa~~so~* details of t ata, you 

nave tc> adjus for ty 0n.e errclr c 

borne ponsor. 

If T could res here93 a 

rief em0 ere ate x-i.1 15th in 

say the p~~s~~?s rfr?s t~st~~a~ ~~~~e~ts 

in IiZXFUiOU view is acce table. T 

viewer does ave any fur-t er ~~~~e~ts on t 

he pr COJ,. 0 x just too 

mea m x wrong? 

Ft. * . You are rig Then they sent 

~~LL~~ ~~~~~~~~~ COM 
735 8th Street, S.Es 

~a~~~~~t~~~ D.C. 2~QQ~-28Q2 
(202) ~4~-~~~~ 
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a couple csf pages to us, and from those ages, as 

you said, 3c believe -- I don‘t remem 

details, but I: elieve X looked at tf-rose details 

and we accepted whatever response to us. 

so I guess tu finish t 

~are~t~y t en there is no issue about 

ward adjust e type one error 

pie size issue, That essentially ha 

3een resolve and no such upward adjustment is 

necessary. at a correct ~~~c~~s~o~? 

* ~A~: rec. 

R. er questions or FDA? 

Okay, then what 1" like to do is open it 

3 or d~s~~ssiu~ fur t e panel mern~e~~. Dr. 

Faylor, woul you like to lead us off? 

DAC fscussaints 

Yes, totally 

istics. I ha ome 

zczncerns hat were clinic One is I am little 

~~~~er~e elision a 

versus ~e~t~~ w W ly don"t know the 

ose are t~~atedj an e on’t 

9 --a. I: nft feel co ble in sa 

those centers treat brain turnips t e way that 

:he centers in the ited States treat rain 

~~~L~~ ~~P~~~~~~ COMP , TNC. 
735 8th Street, S.E. 

~as~~~~to~~ D.C. 2QQQ3-2~QZ 
(202) 546-6666 



As it was already a.Uuded to, they have 

hat's different. We've already talked 

r. Fine tlrrat they had a difference in 

~ad~~the~a~y dose, and I'm nut sure t at we can 

elate this ata to a ~p~~at~o~ t 

may get her dases of ra ~~t~e~apy, 

at we may see a difference in the toxicity. 

r e ~~~f~rmat~~y data for 

er e~d~~~~ts such as life X was 

ewhat disc~~~a~ed e lack of ~~~~ctiv~t 

c3se features. And certain 

dialysis without deaths, we donft have t 

: Partly to burns 

i ues that ave een raise efore, ut tc=> 

phasize my uestions. ne i 

~e~~~a~~~a the data, r. 

I" XurQ3 corn atien 

an E;5 wit lesio 

line ur gclin 

artiall resectable in order to implant the wafers 

e ~~~~~ded in t ulation. 
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those eligibility criteria -- not unusual for 

clinical. trials, but think they do limit t 

gen@~a~~~ab~l~ty of the data for the overaLl 

opulation of alf patients with malignant ~~~rnas* 

Second of all 1 have some concerx1s about 

is~l~s~~~ 0 ath~~~gy review ata. 

ecifi~a~~y, central ology review data wer 

not isclosed at this meeting* However, avin 

3een here in Was ton for rn~~h longer t had 

~~t~~i~at~ ha time to 100 

3t the provides document repare y the 

onsor, an ata waft i 

The are not inclu ed in the one t 

here. 

e have a~k~~w~edge already that 

~ist~lugy i tic varia 

ion -- an ill, a~k~~w~e 

tZES&C? ction is not 

~~wev~r~ he central 

revie ath~~~gy review, 

~~~b~ast~ma 

im lance in t ifferent atients 
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between the Gliadel arm and the placebo arm, and 

the hist~~~~y factors favored the GPiadel arm. 

I: think those are relevant data for this 

group to review, and I think it;s ~~f~rt~~at~ that 

we do not have them to review. ersonally, 

elieve the relevant comparator is not the Local 

~ath~~~g~st who may or may e an expert 

athofogist or even a ~@~r~~ath~~~gist at aJ1. 

IThe relevant campar etween the ex 

f"hat is, the person th t does the centra 

review compared to t inal y review. 

ow is that relevant -- how ight this be 

relevant in this trial? The d~ffere~ces in the 

inten to treat opulation a~y~~e~s estimate i 

ized tria Since h~st~l~gy is tron 

r sf survivaZ, f elieve it is r 

to ask that the data 0-t: the 

ntral and final, y review. I the 

2entraZ ta are str ~gth~~ed~ 

~at~~~a~e for provin the ne ~~d~cati~~. 

if t go in irection, 

en I think that CQUZ, e sc3me clarity to t 

situation. 

326 
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importance of the muftivariate analyses. If one of 

the variables in the multivariate analysis may 

in question, then it really begs the question of, 

regardless af what statistical techniques are used, 

or whether we set p* 3 or p.07 as the cutoff, t 

analyses are only designed t:o look at random 

erences in po ulations, not non-rando 

~~te~ti~~a~ or ~~~~~~te~t~~~a~ ut differences in 

zhe two study p~p~~ati~~s that re non-ran 

I am othere that d~pe~d~~g on t 

:echnique t at one uses in a ~~lt~var~ate analysis 

>ne ets different answers- ~e~~~~al~yf do not 

-- I think: with the differences in 

stic variables, the onl le analysis 

OUT at on scie~tif~~a~~y, or even 

z clinician, t~var~~te anal. 

atfs alIL I ave to say. 

a* I: just wante 

ing of aI.3. thi 

y too, on ecaus of Dr. 

nerQ3 ~omrn~~ts* in overviews my take on 

;hi is that this is a we21- esig~ed, well- 

ZKKX?ctated, 0 defects; one 

ninor an one major. he rn~~~r one -- oth of 
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which Xed to some of our conundrums here, 

The minor one is the ambiguity in the 

statistical analysis plan, and the way it was 

conveyed, and the way this evbfved. 

minor compared to the major une which is that the 

study was too sma Could have been nticipated 

to e too small from the eginning f I think. But 

tao late to do anything a out that one, Too late 

to do a~yth~~ about er one of them actually. 

gme~t is that it should have een 

out somewhere between 0 ~~r~e~t to 20 ercent 

Larger ta d~f~~~tive~y get at same Q these thin 

It wasn't designe this way, ut if you just ~~~~~d 

3-t it, the hazard ratio of a out 1.6 wou ave 

produced about this size of sa In the 

?reviuus study the azard ratio was about 1.3 

it was in this st y too, e ~unverse 0 

t ere lauki at. 0 it GOUf 

have been designed t:o take t at into account 1 

ut a~ywayf t ater under the 

e results t emse~ves 3% think are -- 

i impressiv QW ~~nsiste t they are with 

~r~v~~~s resuIi.ts, articu rLy in the ~e&~~~e~t 

Usease area. But ecause of these ot 

ence or the st~e~gt of evidence is ind of 

KILLER ~EF~~T~~~ C~~P~~~ INC. 
735 8th street, S.E. 

~as~~~gto~~ D‘C. 2QQQ3-28Q2 
(202) ~46-6666 
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~rder~~~e; not strong. That puts me solidly on 

the fence. But I think -- that will help you a 

lat. The consisteticy issue is an important one for 

me and that part is pretty impressive. 

DR. ~~T~~~: Dr. Refsen? 

DR. KELSEN: hen we're dealing wit 

study in which benefit rn~g~t be est, an 1 thin 

hat"s the essence of DL George's uint which 1 

T guess ris becomes much more 

~~~sta~t~al to nyway. so I ave a question for 

e experts on the panel. 

There"s a lot of cancern about t 

atients were ed into t 

trial. I don‘t IlClW 

e ~~~re~t~y a 

~e~~~~e~t isease in hit atients receive 

jlrafers. Is the ris atients ho have 

u we have d in the ris in treating 

Dlder patie ts with Gliadel wa s far the aJre 

roved ~~~~~a~~~~ to say it's safe to 

tion? r is the x-i 

risk very hat ~~at~~~ and we s 

very ~u~~e~~@d~ 

Dr. Buckner? 

R. 1 don"t have an answer to 

8 INC. 735 8th street, S-E, 
~~~h~~~t~~~ D.C. 2~~~3-28~2 

~2~2~ 546-6666 



1 

2 

3 

5 

7 

10 

11 

12 

13 

24 

15 

1 

27 

23 

2 

330 

that question. 

DR. ~~~~~~: Does the spansor ave an 

answer? Is it legitimate to ask the sponsor if 

they ave a -- okay F does the sponsar have an 

answer to that question? You said there were 6~~~~ 

patients who ave utten -- ink you said there 

were ~~~~~ patients w 0 have received this 

treatment. Do yau have any ~Qst-marketing data on 

the risks of doing this in older patients in the 

iJnite States? 

From our experience at opkins 

3x3. multiple centersj ass General, 

is ~~~t~~e~y~ it's actually used quite 

r~~t~~~~y in older ecause in tlzose 

patients systemic c deemed quite 

risk j and since the ?re ~~derg~i~g c~a~~~tQmies 

it93 consi 

r~as~~ab~e wa 

50 in fact there's xperience 

we've seen no increase ris soever in Q 

ere f a rekate issue of 

3 at canfuse 

~~~~~va~ia~~ analyst in patients wit 

provide by the sp~~s~~ age was ot a nificant 
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pragnostic variable* That93 at marked variance 

with most of the existing literature, suggesting 

that there9 either something funny about the 

analysis or that there?3 some interaction between 

treatment and age that's nat fully disclase 

similarly, in the multi-variate analysis 

e averalil, detect to treat ulation 

I.astoma as a distinct istology was not 

c=onsidere to be a ~~ug~~st~~ vaxia 

ks at variance wit bulk 0 the literature. 

rJhy i that? gain, er there's SO UGLY 

out the analysis or tXze atient opufation that 

das selecte or the definition of gfio 

69-e alfu ed to alrea teractian 

tweet histQl0 y andi treat een 
a! # I.ained. 

so 1 ave som again sort of a 

etting to t e age issue. 

R. 

thin ortant 

to ~~~ersta 

h the cutoff is ar ry, I thin OSl 

2 us who take care of t ase appreciate the 

Eact that atients over t e age of at least 7 

level0 this disease ave art.icularLy virull 
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course with survivals Mat are sig~i~~~a~t~y worse 

than what you saw, to the point that there are many 

hysieians across ~!~ke country who advise patients 

or families not to even treat with radiothera 

this group. 

ow genetic vidence -- art 

3f the cu~f~sio~ wit uckner"s t 

3bout #. about the h~st~~ogy~ it/s going to 

er than t at because we know tltrat g~io~~asto 

?robab is not Sill isease, We know 

~enetical y it's at least t 0 different; iseases 

ay have very dif erent res o~sive~ess to 

31 eating agents. atients 

3ver th e of 70 have one part~~~~ar enetic 

~~~~uty~~ that is certainly more s: fractory to 

~r~atrn~~t. 

So whatever we say about aget ave to 

alive we?re dealixq ly a d~~~e~~~t 

iisease, at least e~c~~ta~~ of atients 

hTith thi isease in t 

:0 ake ent as a nc>n- 

?t%F$ lad to hea yone else is as con. as 1 

i2.m. ut I'm very concerned t at we have 

rv~~t~o~ t orderli~e sig~ifi~a~t 
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a~~~~ty to proZong survival but no supportive 

~~~rn~~tat~~~ ~~~~~ca~~y that says that that is 

mea~i~g~u~ and quebions about t e statistics even 

~~de~~y~~g this w ale thing. I.fm very concerned 

that w&r22 really going to approve a lacebo. 

, again, as erplexed as some of the 

rest of you as to whit way to 0 on this, so 

e some more hef. 

r. Sledge? 

DR* 1 dowt t it% a ~~~st~o~ 

out us ap~r~vi~ lacebo, This is not a ne 

This is a rug that was approved by this 

committee on the asis of a survival. advantage in a 

ncme advanced group of patients t an what we' re 

talkin about today. 0 I ink we're 

taLking a 

hat we?ve eard today, this is -- you 

whenever statisticians 1, innocent 

bystanders ie of bore 

The re I: thin 

sistent i the revjious trials? I 

nust say, while trial weak 

it being under i.t ~ertai~ly ap 

10 e c~~s~ste~t with the other 
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For the newly diagnosed 

atients, Dr. Sled$e, again there were -- a t 

of the patients in the GLiadel group ad better 

rognosis, or roughly a third, Five-sixteenths is 

not quite a third, I recognize that. Had a etter 

nosis than the patients in the placebo ar 

t drug was approve in the recurrent glio 

setting also about im alan~es in the two rms, 

0 yes, e data are consistent, but SO 

e problems in t e trial interpretation. Rot 

e trial designs ut actuizlly i the ata 

So just to cZari 

Buckner, you fee that perhaps t orderkine two- 

nont improvement in rvival coul actually be t 

natura history of etter histolo 

arm that's not act 

the sponsor? our concert. 

xaetly. x woul 

-- all of u d like to ind a truly effective 

That is not -- an T thin it23 one 

that as very low risk, ut itcs not no risk and 

tly risky, costly, 
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ineffective therapy is not a step forward. 

DR* ~~~~~~TQ~~: Dr. Carpenter? 

ISR* ~~~~~~T~~: Is there anything we"ve 

heard so far -- maybe the FDA reviewers couXd 

comment. TherePs a lot of discussion about t 

fact the study is pro ably ~~~erpower~~ and that 

~e~~nd~ng on the meth of analysis w ether tf'here"s 

a significant difference in outcomes is argua 

ret the d~r~~t~~n f the effect -- the way I read 

e direction 0 e effect is favorable in 

every single analysis that was one i favor of the 

vafer. Xs that accurate? 

DR. ~~~~~~~: The ~i~~ere~ce is the same; 

differencee e question is, is it 

attributable to t e wafer or not? Is it 

utable to the drug or not? 

p.lestion. 

DR. ~~~~ TER: an ultivariate 

~~LLysis at least approaches t at, althuugh it may 

r it to your satis 

: efre getti 

emple? 

KILLER REPURTING COMP 
735 8th Street:, S.E. 

~~~h~~~tQ~~ I.3.C. 2~~~3-28~2 
(202) 546-6666 
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statistical significance that you hope takes care 

of minor variatiorzs that uxx2r as a result of 

randomizations 50 we wouldWt be here if it wasnft 

trending favorably, if there wasn"t some colorable 

way tu say there rn~g~t be scrmething, The question 

iS, does it pass 630me ~l~-~e~i~~~ threshcAd? 

Alison -- 1" sorry to do this -- we were 

fng about the possible effect of differences in 

haw EavorabJe histopat 01ugy was. Obviously when 

pxtr ~-valves ar aZZ overing a ind 

2f i alancec even of a mutest ber of atie~t~, 

sa oes one ay or 

arxother. There was a concern and you ay want to 

address that, Aliaon, 

DR. ~~~~~~: 1 start out and then Zet 

3r. Li take ov 

eak into t 

J 11 tart. In our tu 

sli ore 

avorable hfstolo rm, as you 

sai 8 Dr* Buckner * Th the 

ree of im 

~~~g~~~t~~~yt~rna~~ which was eight in the Glia 

mm and three in the othe Q we id an 
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exploratory analysis, Dr. I.2 did actually, to look 

e impact of that particular histology. 

he can address that. 

DR. IJT: First of afl I"d like to say itrs 

an expZoratary analysis and it/s not pre-specified, 

and it/s after the fact. After we see tliere is an 

~~b~~a~~e between the two ~~bgr~~~~ of the non-GB 

there is eight versus three AQA patients. Eigkrt 

patients in the Gliadel grou ree patients in 

lacebo group. 0 after we remuve -- ta 

those 11, ~ati~~t~ out fro e analysis ataset we 

get the p-value far t tment effect. That's 

J.8‘ waist is a ~~n-~t~atif~~d analysis, rzon- 

stratified by country. I we use the exact sa 

2ataset we got a p-value of 

y ~~~~try an sis * he log-rank is 

by country, exactly what t e sponsor 

So it looks like -- it"s 

oratory a~a~y~i~~ an it's 

Leak riven y thes etter, 

EavorabJe su This 

+A 

. T LE: hit coul explain the 

at the ITT a~a~y~~~ is more 
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avorable than the glioblastoma rnult~f~~me 

analysis, which was the mcxe favorable ~~t~~rn~~ 

remember, on the p-kevious study. But again, you 

can do anything with data. We don't let ot 

le do thbs, but we occasionally do it 

ourselves. 

DR. elsen? 

DR. KELSEN: Just a uestion the 

he1 me with an just to clarify what 1 as 

before. Do you have any serio c~~~e~~s that the 

toxicity fro el arm is 

s~b~ta~t~~~~y greater than in the placebo arm? 

That is, in your analysis af ris of side effects, 

do you believe that the atients were ut at ri 

wha receive ~~ia~e~ compare atients who 

e placebo w erstandin 

ad some ccncer s about t afer remaining i 

hen we as 
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be alanced in both arms with the exception of what 

e sponsor and we agreed on, increased 

intracranial hypertension and CSF leaks. 

DR, NE : Mr. Lustig? 

MR. LUSTIG: ~~dersta~d~~g that it"s late, 

but a couple of ~~rnrn~~ts. 0 one is ore confused 

than 1 am aroun but I'm doing my best 

here. For me this decision, 1 on't 

there" certainly an one around t is table for whim 

is de~is~~~ is more iffi~ult * I really 

wit this. 

I' like to tell you that I think tkrat t 

ml af the patient ~~~~~s~~tativ~, despite 

~~rnrn~~ts from ~~i~drna~~ is not to 

visceral, t-x emotiona but to try ta erhaps 2.00 

things in the i~t~re # take into accaunt my ~~~ 

erience an eople that X now that 

ive and s~ff~~~ rain t~rnQ~s, an 

in pa~ti~~~a~ GE3 

r dan"t dou ent or sincerity 

0 onsor. I 

erstand t les 0 isease ram a 

the small. 

intensity of t e diseasel lications, 1 

gues pie of corn related to t ale 

~~~~~R ~~~QRT~N~ ~Q~P~Y, INC. 
735 8th Street, S.E. 

Wa~~i~~~~~, D.C. 2uuu3-2au2 
f2U2) 546-6665 
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discussion and trying to +- and this i 

W&re maybe a little it af borderline. 

Fram my experience, I learned that 

edioline is far mcxe an art than a science, 

especially when it comes to brain tumors. so x 

ink we do need ta allow for so in that 

5iscussion. ink we can 

necessarily apply the same s of rigor, i YOU 
cU.1, to our dis~~ss~~~s of a study like t 

tie would to other cane rs QY other diseases. so I: 

there93 ot to e some flexi 

ein said, 1" still very -- I 

guess perhaps out of turn ere I would only, or 

y 1 would su 

shere C a lesson to earned here I whatever t 

Einal advice i ich is 

d from the 

ency?s side t ecause 

is is not the first one I*ve sat i 8x-2 

there's been a real UeStiOn. 

"There" 

and take t 

tudies in such a way, ether 

it be arcDun getti the ri t numbers or 

specifying t t rn~~s~r~rne~~~, in arder to try 

~~~~E~ ~E~~~~~N~ C~~~~~* I 
735 8th Street, S-E. 

wa~hi~gt~~, D.C. 2~~~3-28~2 
(2U2) ~46-6666 



dim 

1 
. . 

2 

3 

4 

5 

7 

10 

11 

12 

I.3 

19 

0 

341 

to get clearer outcames. 

3: don't know, but it seems to me that t 

is not a single example of a problem where, as DL 

George said, it's easy to just sit on the fence. 

~E~E~S~~~E: Other comments? 

* t the risk of aving to 

vote first because you may start at this end of t 

ruc2m, Xfd like to ex lain what IIf oing to vote. 

I: ave c ed in faur 

Last two issue. 

as said, 

~a~g~~a~ study. I: will accept at face value t 

~r~se~tat~~~ cxuuxr that while not strictly 

to the d~~~rn~~tat~~~ respire ents and t 

inutes, I ill accept t eir state 

at their a~a~ys~s, hich to me ma es some sense, 

c2ountr ~~~~t~y 

3ense an at*s the one they 

Th inal. T"m ersua Y 

t I see t 

cansistent. An 

3uckner's arg~rn~~t t 

, INC. 
735 8th Street, S.E. 

wa~hi~gt~~~ D,C. 2uuu3-2au2 
(Z-202) 546-6666 
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have to deal with, the pathologic uncertainty when 

ey implant these things. 

SO given till that and the fact that I hope 

we*re going to make better strides in the next few 

years and get better treatments, I'm going to vote 

in favor of this for all those reasons. 

aybe e shoul then taco 

e questicxn3. 1' going t skip the entire 

first age and go right to t uestions, rs study 

number -301 an te and we~~~~u~tr~~le triaL? 

he we aflrtswe own into two 

xqmrate, ether it23 elf-controlle and whether 

it" adequate? et93 start irst, is it well- 

~~~t~o~~e 

espite y previous 

it is el ntrolled tri 

DR* oul agree, I 

ind, a mi al itive effect, 

it93 a we1 trial. 

an we ve a vote t 

30~ Mary eople think t at it was a w ll-~~ntr~lle 

xial? 

a LE: Ca I just ~ornm~~t first 

3efore yau vate? 

E: Yes. Dr. emple? 



1 

2 

3 
. 

4 

7 

24 

15 

1 

17 

1 

19 

20 

2 

2 

23 

2 

25 

343 

DR. TEMPLE: We have regulations about 

what an adequate and we~l-c~~tr~~~~d study is, 

what exactly adequate means versus well-controlled 

is not quite clear from those. ut one of the 

features of an adequate and well-~~~tr~~~ed study 

i that ias is inimized on the part of the people 

who run t e study an they eople who analyze t 

all. those things. So some af these 

d~sc~ss~~~s about when t e endpoints you"ve ~~0~~~ 

nee to be factore into your ~~~c~~si~~~ 

roperly designed an 

omized, but if you idnct e analysts 

was carefully specified in something then 

wauZdnFt want t;o te 

erefs a lot a 

want to say that that should be 

ivide it into t I: thin wel~-~~~t~~=~~ed mast 

ize ias. 

Larry? 

: re any of t e clinici 

still concerned t "t have a 

ecause 0th arms ha the 
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wafer, or is there a feeling that that's really not 

a serious problem? 

DR.* ~~~~~E~: 1 think that the bulk of the 

data suggests that the toxicity af the Gliadel is 

relatively low regardless of the comparator. That 

a 6 percent risk of CF leak is not igh, and five 

~~t~acra~~a~ hem~~r~a es is not out of t ange of 

#hat one ight expect to see in a normal 

?~st~pe~at~ve situation. nd fro the revi~~s 

which basica lightly ~ffere~t 

~~p~lat~u~ ut the ~r~~ed~re was the same, 

:h safety as not een a a-jar issue far t 

lrug. e opinion of others. 

* gree 10 rcent. 

nstein? 

Stern: I ha one ore technical 

The new ~~di~at~~~ that*s as or 

s for r~~~~r~~t lioma. 

Ia e have an rrent that 

soul cause us ta exte hat 

..t was in the ast C and FDA ecision? 

. Martin? 

~A~~r~: 0 we e additional 

lata? Ho. 

~~dersta~ that it's 
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ly because at the time was made with 

recurrence you have the advantage of knowing 

athology. At the time the decision is to 

made here yozl won"t ave nown ~~sto~at~o~ogy. If 

that's wrong, 1 stand to be corrected. 

DR. 

question, do we think this was a we~~-~o~tro~ 

trial? If it's ~~a~~rn~~s we don" ave to go 

crowed the table. ose who t ink it was ell- 

~~~tr~~~@d? 

An nays? 

~hi~t~e~ yes. 

Do we think it was an adequate trial? I" 

going to go around the r-00 other 

~~s~~ssiu~? Do you want t 0 to he vote? e'll 

30 to the vote. Dr. 0 you want to 

start? 

. 

O-YE : X confess I: ave scme 

~iff~~~lty wit is trial, 

~~~rnar~~y ecaus of the cone rns for 'Gh analysis. 

f just ant to e clear, lection on 

lr. ine f 

e only ~~~~~~~~ty is that his phone rang too 

Late, father than et him in at the ince 
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the trial f hers come in tsward the end of the 

trial, and hefs done a fine analysis which was 

hampered by, Pm afraid from my point of view 

~et~a~~y ~a~pe~~d by the fact that his analysis 

truly was nut t e prospectively stated analysis. 

A prcmpective analysts from my point of 

vie is an analysi that's I-aid out efore the ata 

are calllected, so that you can esign the trial, to 

callect the data that will provide the best 

~~tat~~~ an the est estimates of effect 

sizes an SQ on. That we danf t stx3 here. 

Another r-la ging cuncern I: have is t 

many times when trials are corrupted by t 

0 results are not reproducible, I'll 

iV ree d~~~ere~t exam ne is -- 

~~~~~~~~a~~~y they’re not in 0ncc3 ne i 

v~s~era~~~e' er is losartin, 

~~~~dap~~. These trials, a rugs ere 

itially studied wit trials where the a 

WEi erstandaKLe or not so 

~~de~sta~da~~~ reasons, the trials were 

eated the results ere vgry ifferent * 

etimes they were ctuall reversed. 

So that is alsu art of my concern about 

is trial ade so I must aY J 

~~~~~~ ~~~U~~~~~ ~U~~~Y, x 
735 8th street, S.E. 

~~~~~~~t~~, D.C. 2~~~3-2&~2 
(202) 546-66656 



believe it93 not. 

DR. ~~~~~~~U~~~ 50 that93 a no? 

DR* MUYE: Yes' that93 a no. 

DR. E: Dr. Fine? 

DR. FINE: Not being a statistician itfs 

hard for me to ~~~~~~t on that articular as 

it * I: haven't chimed in on the issue of 

~ist~~at~~~~~y~ edless to say, all, of us in 

is field know, and IFve writt n extensively as we 

all have, using t ist~~at~~~~~y 

is a greater predicts atient outcome than any 

erapy we currently ave for this disease, 0 

it23 not a trivial issue if even five cm six 

PaCents in a total patient po ulation of 200 are 

swayed in one irection versus another. 

Y-0 9x3 ealin 5 an this kind af ~a~~~~a~ 

effect. atfs a major, ajar factor. 

So if you. ~~~~t at, that we 

the final analysis on re-review, central 

review Q ist~pat~~~~~y~ at's my proble Witi 

ayi that this i -- the analy is is fine. SQ 

ase on that I‘d hav e analysis i nat 

fine. 

. ess Th going to ave 

BICKER R~~~RT~~~ C@lP , INC. 
735 8th Street, S.E. 

~a~~~~~t~~~ D.C. 2uuu3-2802 
(2021 546-6666 
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another discmssian before I vote. Can J: have an 

opinion from the FDA, the efinition of adequate 

again? What was -- I mean, if I think -- the 

opposite of adequate is inadequate, 1 suppose* 

IN?* Wef re just listening. 

adequate and we~~-~o~t~~~ ed study is sort 

uzzword. It beams all. of the above. It 

neans you randomize so that peopLe are si 

saseli.ne, it means you low *- you 

~~i~i~at~ y specifyi 

malysis. ut thatfs okay. You can call t 

uate or well-cantrafle don't care, efre 

just going to listen to what your reservations c>r 

zon-reservatians are. 

~~U~~~: AILl right. No. 

DR. My remaini 

biting Sl./ 9, SQ yes, 

DR. 

Yes. 

MR. the d~f~~iti~n 

If -- it coul more adequate, 

,t that way. So Pm oing to say no. 
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DR. CARPENTERS I think I#m going to vote 

arely adequatef so yes. 

DR. BLAYNEY: Yes, 

DR, ~E~~~~T~~~: six yes, seven no. 

Two f CLiadel. was considered to have a 

treatment effect only in ~at~e~t~ with r~~~rre~t 

an not in the overall. p~p~~ati~~ with 

recurrent malignant liomas. If this were a true 

ent effect, waked this pattern be expect 

3e resent in newly iagnased atients? If ot 

I understand the uestion. d we have s~rn~ 

~~ar~fi~ati~~ FDA? 

DR. Let me try. n the first 

studyl all, 0 the action as in the glio 

the ITT analysis is t e more persuasive. 

5Q what’s goin QU heard a 

n af that, e a~ap~astic t mars were 

ly a~~~~ated -- ina adl 

3 ic 

~~i~~~ast~rna di ut 

nft it sart of od 

the whole icture ~vers~s when ou study t 

initial tr a osed ta w en yau st 

Arenft ou surprised Xsy t 

you have to eculate here. We know you 
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onft know the answer for sure. 

E: Dr. Taylor? 

DR, TAYLOR: But can we evexl think about 

the answer when we don"t now what the true 

pathology was? 

uess my question is, 

do we even have to discuss this ecause wefve 

sfready vote no seven to six, and you've eard the 

enthusiasm af t 

That's fair enough. 

DR. ~~~~~~~~~E: Number three, o the ata 

Erom n~rn~~r T-301 rovide substantial evi 

survival benefit of Gliadel in patients with newly 

diagnosed rna~i~~a~t glioma? 

ou don't ave to answer 

It was~f~ a ~e~~-~~~tr~~l~d stu 

?rsvide evi at we could accept, i 

so your vote c 

initial vote. 

0 we’re oing to s 

ait a mi~~te. Rick ants a 

ONE : So is there substa 

R. FAILER: The emphasis is on 
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~~~~ta~t~~l because that's what's written in the 

regulatian. 

DR. ~~~~~~T~~~: stantial evidence 

of a survival benefit in Gliadel? currents, or you 

want to vote? 

DR. T~~R~~ f ~~~~tanti~l evidence in t 

terms af t e law means evi rum adequate an 

bell-~u~trulle~ studies. That's the term of art 

e law requires, 

DR. ~~~~~~T~~~: Larry, do you want to 

start? IIT. ~U~~~~~~~~~ 

MR. ~~~T~~: 'Flait, 

DR. You want acme discussion 

first? 
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DR. TEMRbE: Which two? 

~ERE~~T~~E~ Number one and number 

three. We ax-e going to take this as separate 

questions. 

DR. TEMPLE: bet's just be clear. 

isn't advocating any ~~s~ti~~. The law says t 

spansar has to provide substantial evidence of 

effectiveness. It says8 for purposes of this law, 

substantial evidence beaks evidence erived Eram 

studies c t various 

p3ints it says, the on1 basis for a~~ruva~ is 

equate and we~~-c~~tr~~~e studies. So w~~t~~r 

is is an adequate an we~~~co~tr~~le~ story is 

viously debatably ecause QU just s x-e Qr 

asis on 

3oul say 

alert in whetter so ethics is a nd well- 

Castro * 

e a vote on this 

me separate, here. Is ether 

tantial evi survival, enefit of 

newly iagnase 

3r * enstein? 

R. think there's 

stantial evidence ut of a very modest survival 

Mobbed ~~~~~T~~G ~~~~~~~ XNC. 
735 8th street, S.E. 

~~~h~~~~~~, D.C. 2~~~3-2~~2 
(202) 546-6666 
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benefit. end 1 don't see evidence of a uaZFty of 

life benefit beyond just surviva 

DR* ~~~E~~'TQ~~ : fs that a yes or a no? 

MR, ~~~~~$TE~~: IYs a yes. 

DR. ~UYE: No. 

actually need to ~~~~e~t on 

this relative to what Craig was sayings and 

relative; to what, Robert, you were taf ing about. 

50 II voted no on the analysis based on 

But we a9l. want the same thick 

EWrst and ~Q~e~~~t we want better rugs for 

thi Je disease, ut we want real1 etter 

y no to the uestion, is this a ood 

relates 0 the ~ist~~at~Q~~~y. 

ese are i silently a~swera e questions* ThfE? 

3ata is there, an .hate that you have a 

~~~~~it~v~ no vote on 

e next bunt 

u do the a 

it may tur out 

it turns out 

ositive. 

30 1 a~t~a~~y~ even thau no relativ 

lysis, 1 t I if it ho1 

it currently is, I would call t at a s~~sta~t~a~ 

benefit. 
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~a I think that's an important -- 

R. TE~~~~: But that wauld e because 

would then, upon seeing that data, consider it an 

adequate and w~~~~c~~tr~~l~d study. 

DR. FINE: Exactly. And since t e data -- 

it's not like Pm -- itfs not a kind of study 

design roble where you'd have to go bat 

ole new study. The ata is there. It's just 

that it asn*t been loo ed at ur presente 

ent. 

ike ouf re sayin 

no I until and unless SQ 

concerns a out the ~~st~~atb~~~~y~ in w 

your answer might 

. FTNE: I" saying that if you take 

ata t its face va I" 

s~bsta~t~a survival a vantage and 1 woul vot 

ut there"s a ~~~stiQ~ a 

there, 

R. artant to ~sti~~~~s~ 

between a su 

enefit, and 

t any effect at all. e uesti~ns here 

stud that can teLl. you 
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DR, FINE: And my answer is yes -- 

DR. TEMPLE: aybe t if they do what you 

want. 

DR. FINE: -- if we laak at that last 

variabl-e. 

Can I ask Dr. Temple a uick 

aLLow us to take i 

account that this is ~rha~s the best that e're 

~~t~a~ly ever goin to be able to get for t 

~arti~~~ar disease? 

DR. ~~~~bE: t in a irect way, he law 

iioesWt make a istinction etween diseases that 

3re ~~rnrn~~~ easy to study, hard to study. But as 

i vious from t ate ereF hether a stu 

a ad~~~at~ and ~~~~-~o~t~~~ ed study is s~rnet~~~~ 

le can have e 

s are, an aXI of you 

sn Yet alf of you t ~swer was SZQ an 

ha of yo e answer was y 

is eunuch jud ent so that le can, in one 

interior way r a~~t~~~~ 

3CclfDUEit * e law does 

~~rnethin~ for a oad try. 

. ut Jest there e any question 

~rn~n~st t e ~~~-b~a~~ turnip ex erts 032 t 

~~b~~~ ~~~~~~~~~ CQMF? 
735 8th Street, S,E. 

~~~h~~~t~~~ D.C. 2~~~3-2~~2 
(2021 ~4~-~~~~ 
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committee that 1 agree ZOQ percent wit what Dr. 

that if we got trufy a two-mont 

s~rviva~ advantage with any type of therapy in this 

disease we'd all take it. That's good. 

DRI TE~~bE: We certainly have no 

r~se~vati~~s a e don" ~s~a~~y conclu 

that a documents survival advantage isn"t 

enoug to be meritorious unless t e toxicity is -... 

I don"t now if that was the 

re of the uestia ut t to just, as a 

~e~r~-~~~~~ug~~t~ make that clear. 

E~~TQ~E: r, George? 

efre strug ling with 

jectives in the law a r which causes 

troub1 just aske me I woul say 

odest evi ence of a mo est difference. 

But if yau ave 0 I vote on 

sta~tia~ i what you? 

nean, stantial, is t e big, key word here, so r 

lW%V ta say no. 

l 

uesti~n i in whir iagnose rna~ig~a~t 

There f no be~~~~t i 

Jastoma subset, whit e largest by other 

~~s~r~s analysis or DA" s nalysis. 

~~~~E~ ~~P~~~~~~ CQM Y, INC. 
735 8th Street, S.E. 

~a~~~~~t~~~ D.C. 2~~~3-2$~2 
(202) 546-6666 
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Since the majority of patients in this trial were 

liobfastoma and since there was not s~~~~~tive 

evidence in g~iobl~st~ma S'2.l ave to say no. 

DR* ~b~~~E~ Yes. 

DR, ~E~~~~~~~~: 

DR. ~AYbUR: 

ELSEN: Yes. 

DR. ~RAWbEY: Yes. 

R. USTICk Yes * 

e CARRE~TER: Yes. 

. Yes. 

R. ight yes, five 

:he answer to number t ree is yes, o trials Cb- 

3 /or 8802 to 

2onvincin evidence of a survival bents 

patients wit new1 nant glio 

is is a yes or no a~sw@r. ctualfy, just to 

~~rn~~s craz cxVt we start with Dr 

~lay~ey~ 

DR. Yes. 

Yes e 

Hebrew: Yes. 

: 50 w 9-e assumin 
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yes f that the first is adequate? X guess we have 

to say yes. 

DR. ~~R~~~T~~E~ No, 

R. SLEDGE: Yes. 

DR* ~~~~~ER~ No. 

R. ~~~R~E: ~u~~risi~g~y~ yes. 

DR. FINE: Ye 

R. 

MR. Yes. 

DR. NER en yes* 

ive, is th toxicity refile of Gljadel 

table for atients with new y diagnosed 

~a~~g~a~t glioma? Dr. Bl.ayney, Yll start wit YOU 

again. 

R, ~~~~~E~: 

R. 

b~~T~~: =-T&%3, ut T. 

ere. In the iscussion 

-- you now ‘ we're all r ra e're 

ese statistics and the ~~rnb~rs. 3: 

to say that -- 1 just have to rein 

at when 1 look at thes numbers and reflect 

my exFerien~e an loo verse eve 

out them. 

bers that are in here and feel good a 

MILLER REPQRTING CUMP~Y‘ I 
735 8th street, S.E, 

~~~h~~g~~~, 
~2~2~ 546-6666 
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them. They"re nut goad. But at the same time, I 

understand right now it's the best we can get* 

DR. 3BRAMLEiY: Yes. 

DR. ~~bS~~: Yes+ 

DR. TAYbQR: Yes. 

DR. ~ERE~STQ~~: Pm just going ta 

editorialize because don't thin G fiadel is 

really acce table as t ecause Pm not 

ThC?n, think that we don't 

e toxicity to enefit ratio, SC3 I ave to say m-2, 

~~C~~~R: Yes. 

R. ~~~R~~: Yes. 

DR* 

R. MOYE: No. 

. ave to abstai ecause 

I ca judge this issue 

~tatisti~~a 

takin 

vates t re to mean, t it 

wxrke WCViL the toxicity 

your two noes at issue. ut it seems to 

ne that's w ere -- 

a kay, en I coul 

it to yes. If we thou ht it was acce 
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e toxicity acceptable, with reinterpretation. 

DR. T~~~~E: But if our ~~dersta~d~~g is 

not what everybody'is saying, you should t&U us. 

ut that"s what we wanted la eficit there, 

toxicity itself unacceptable. 

DR. ~~R~~STU~~: 

to reevaluate in the light of t eir i~t~r~retat~~~? 

~~~~~~R: II said yes. 

DR. 

se said no. r. Moye 3 

it that way. 

Eleven yes, one no, an 

3ne abste~t~~~. 

And the last, does the c~rnrn~tte~ elieve 

that Gliadel rovides cXi 

~~ce~tab~ safet refile i atients wit newly 

Sagnosed mali Nat glio 

nTe vote for a utting to t 63x2. 

DR. In retros 

~uesti~ns allo a certain fuzzi 

rhe is, if you 

it's a 

r re 

3eei.n is a sort of gut reaction that t ere might 

there, cave 



dim 

a 

3 

7 

1 

17 

1 

20 

1 

22 

23 

24 

1 

somethin to be desired. so you ake your c~rnrn~~ts 

and e your votes and weflX cogitate about at 

you@re teasing us fn the various votes. 

DR. : Dr. Blayney? 

DR. ~~AY~EY~ Yes. 

R. Yes. 

Yes. 

. 

: 0, 

TEIN: Yes. 

ive no. 

kay, there ein no other uestions, 

like to t r t 

one - 

ic m~eti~ an 

.m., the meetin was 
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